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ATTACHEMENT #1

TOPIC: RISK-BASED CMC REVIEW
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DECISION TREE #1:  DRUG SUBSTANCE RISK ASSESMENT

Drug substance is not suitable
for low risk consideration

* Any reported drug

Is the drug substance well-
characterized, controlled by
contemporary specification, and stable
under ambient operating conditions
(humidity, air, light and heat)?

Is the drug substance a
synthetic single
component?

Is the drug substance a
radiopharmaceutical,
peptide or oligonucleotide?
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Drug substance qualifies as
candidate for low risk assignment*
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 DECISION TREE #2:  LOW RISK DRUG PRODUCT ASSESSMENT:

Drug product is not a
suitable candidate for low
risk consideration

Is drug substance
assigned low risk status?

Is drug product an IR oral
solid, an oral solution or a
sterile solution of simple
salts?

IR Solids: Is the strength per
unit at least 1 mg or 1% w/w?
Oral solns and simple sterile
solns: Is the intrinsic solubility
ratio NLT 1:30?

Are differences in ph
states of drug substa
reported to impact pr
performance?

Are there drug-excipient
compatibility issues?
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CONTINUE
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DECISION TREE #2:  LOW RISK DRUG PRODUCT ASSESSMENT  (continued)
Continued from impact of physical state of drug substance on drug product

Drug product qualifies as candidate for low risk assignment

Is the drug product stored at
CRT and required no
special packaging?

Does the drug product
specification conform to
contemporary standards?

Is the drug product
degradation profile predictable
and are degradants
controlled?

Yes

No

No

No

No

No

Drug product is
not a suitable
candidate for low
risk consideration

Yes

Are there at least two years real-
time stability data available on a
minimum of three commercial
batches?

Yes

Yes


